1 at room temperature. After it was stirred at 80 °C for 17 h, the mixture was diluted with EtOH (30 mL), filtered. The resulting precipitate was washed with EtOH (20 mL×3), dried under reduced pressure to afford ((3aR,4R,6R,6aR)-6-(6-(4-( 
2-(((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuro[3,4-d][1,3]dioxol-4-yl)methyl)isoindoline-1,3-dione (D1)
To the mixture of DIEA (0.607 mL, 3.47 mmol) and 1-(4-(trifluoromethyl)phenyl)piperazine (267 mg, 1.158 mmol) in EtOH (5 mL) was added 2- 
((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuro[3,4-d][1,3]dioxol-4-yl)methanamine (D2).
The mixture of 2-(((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-
(650 mg, 1.0 mmol) and hydrazine hydrate (102 mg, 2.0 mmol) in EtOH (5 mL) was stirred at 90 °C for 17 h, then it was cooled, filtered, and concentrated to give ((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-S13 purin-9-yl)tetrahydrofuro [3,4- 
N-(((3aR
,
Scheme 4: Synthesis of N-(4-((((2R,3S,4R,5R)-3,4-dihydroxy-5-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuran-2-yl)methyl)amino)phenyl)methanesulfonamide (22)

Synthesis of N1-(((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuro[3,4-d][1,3]dioxol-4-yl)methyl)benzene-1,4-diamine (D6)
The mixture of N-(((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4- 
Synthesis of N-(4-((((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuro[3,4-d][1,3]dioxol-4-yl)methyl)amino)phenyl)methanesulfonamide (D7)
To the solution of DIEA (0.051 mL, 0.295 mmol) and N1-(((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin- 
Synthesis of 6-(4-([1,1'-biphenyl]-4-yl)piperazin-1-yl)-9-((3aR,4R,6R,6aR)-6-((benzyloxy)methyl)-2,2-dimethyltetrahydrofuro[3,4-d][1,3]dioxol-4-yl)-9H-purine (B5)
To the solution of ((3aR,4R,6R,6aR)-6-(6-(4- 
Scheme 6: Synthesis of (2R,3S,4R,5R)-2-(((4-fluorophenyl)amino)methyl)-5-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuran-3,4-diol (24)
D8
Synthesis of N-(((3aR,4R,6R,6aR)-6-(6-chloro-9H-purin-9-yl)-2,2-dimethyltetrahydrofuro[3,4-d][1,3]dioxol-4-yl)methyl)-N-(4-fluorophenyl)-4-nitrobenzenesulfonamide (A6)
The 
Synthesis of N-(((3aR,4R,6R,6aR)-2,2-dimethyl-6-(6-(4-(4-(trifluoromethyl)phenyl)piperazin-1-yl)-9H-purin-9-yl)tetrahydrofuro[3,4-d][1,3]dioxol-4-yl)methyl)-N-(4-fluorophenyl)-4-nitrobenzenesulfonamide (D8)
S19
To the solution of 1-(4-(trifluoromethyl)phenyl)piperazine (137 mg, 0.595 mmol) and DIEA (0.087 mL, 0.496 mmol) in EtOH (5 mL) was added N-(((3aR,4R,6R,6aR)-6-(6-chloro-9H- 
